Low quality of life, depression and poor quality of sleep are associated with increased mortality in hemodialysis patients. It is not clear which factor has the highest predictive power and what the core element is to explain the predictability. We thus conducted a prospective cohort study that included 151 hemodialysis adults. Three traits of interest were assessed by World Health Organization Quality of Life questionnaire, an abbreviated version (WHOQOL-BREF), Taiwanese Depression Questionnaire, and Athens Insomnia Scale, respectively. They were followed for more than 3 years and the all-cause mortality was 30.5%. The prevalence of quality of life at the lowest tertile, depression and poor quality of sleep was 19.9%, 43.0% and 74.2%, respectively. Discriminant analysis showed the standardized coefficient of each factor as 0.813, −0.289 and 0.066, indicating the highest discriminating power by quality of life to predict mortality. Question 15 "how well are you able to get around?" in the physical health domain of WHOQOL-BREF independently associated a hazard ratio of mortality 0.623 (95% confidence interval 0.423-0.918). Subjective perception of overall quality of life was more related to psycho-social-environmental factors. In conclusion, mobility is an independent and powerful predictor to long term mortality in patients on chronic hemodialysis.
Quality of life is one of the major indicators for general well-beings 1 and a key concern when evaluating the acceptability of a particular treatment 2, 3 . Epidemiological studies on general population have demonstrated that people with better quality of life may live longer 4, 5 . Quality of life is also proved to be a reliable predictor for short term and long term mortality in many pathological conditions, including certain types of malignancy 6, 7 and diseases such as atrial fibrillation 8 , pulmonary arterial hypertension 9 and chronic kidney disease 10 . For patients who enter end stage renal disease and undergo maintenance hemodialysis, removal of uremic toxin and more liberty in water and food intake may improve their quality of life whereas frequent visit to dialysis facilities, needle punctures and progression of the underlying disease and the associated complications such as cardiovascular diseases may cause the opposite. Two recent large-scale studies show that around half of hemodialysis patients experience no change in quality of life, while a quarter reports an improvement and an equal number finds a decline 11, 12 . One of the psychological factors that is strongly associated with low quality of life is depression 13 . Meanwhile, a majority of depressive hemodialysis patients also suffers poor quality of sleep 14 . Poor quality of sleep itself has substantial negative effect on quality of life both in general population 15 and patients on hemodialysis
The prevalence of depression in hemodialysis patients is remarkably high, ranging from 5% to 35% and up to 75% 7, 14, 17 compared to that in general population (~1.3%) 15 . The prevalence of poor quality of sleep in this group may be even higher, ranging from 53.3% to 71% 16, 18 . In other words, these three agonizing conditions, namely low quality of life, depression and poor quality of sleep, are very commonly seen and related to one another. Each one of them on its own is associated with higher mortality in hemodialysis patients compared to those without 7, 18, 19 . On the other hand, each of these three conditions is associated with distinctive biological, psychological and social factors. Whether they may have differential power to influence survival is an intriguing question. Besides there has been no study focusing on whether they are actually independent factors to predict mortality.
To answer these two important questions, we conducted a prospective study to follow the survival of a group of hemodialysis patients for more than 3 years. Our attempt was to build a model that includes all these three indicators to examine whether they are independently associated with mortality. In addition, we also compared the diagnostic ability of these three indicators. No such analysis has been done in patients with other diseases either.
To assess the quality of life we used the World Health Organization Quality of Life assessment questionnaire, an abbreviated version (WHOQOL-BREF). This instrument allowed us to investigate the predictability of various aspects in quality of life to mortality including physical, psychological, social and environmental factors.
Results
Low quality of life, depression and poor quality of sleep are individually associated to 3-year mortality in patients receiving chronic hemodialysis. The mortality was 46, or 30.5%, in 3-plus years.
The non-survivors had higher average scores indicating depression, dismal qualities of life (within the lowest tertile) and sleep. Significantly more non-survivors experienced poor quality of life and depression, but the proportions of having poor quality of sleep were similarly high in survivors versus non-survivors (p = 0.246). The non-survivors had lower serum levels of albumin and creatinine. Survivors were more likely to have received longer school education (p = 0.001), to be employed (p = 0.043) and to have higher monthly income (p = 0.071) ( Table 1) .
We applied Cox proportional hazard regression analysis to calculate the hazard ratio of mortality. In univariate analysis, the hazard ratio by one-point increment in quality of life was 0.966 (p < 0.001) (Supplemental Table S1 ). We further compared the hazard ratios of mortality among each quartile of quality of life scores ( Table 2 ). The mortality was 5.586 times higher (p < 0.001) in those with the lowest scores and 2.174 times higher (p = 0.033) in the next group than those with the best quality of life (score 85-112; no one scored 113-140). Kaplan-Meier survival analysis showed a significant difference in mortality among these groups (log-rank test, p = 0.002, Supplemental Figure S1A ).
The average score of each domain in quality of life was associated with mortality (Table 2 ). In domains of physical health, social relationships and environment, the hazard ratio of mortality in the the lowest tertile group was 9.527 times, 13.060 times and 3.489 times higher than that in the highest group, respectively (p = 0.028, p < 0.001 and p = 0.025).
The hazard ratio of mortality was 1.027 (p = 0.005) by one-point increment in depression, and 1.059 (p = 0.017) by one-point increment in quality of sleep (Supplemental Table S1 ). The hazard ratio of mortality in those at the highest tertile of depression was 2.467 times higher than that at the lowest tertile (p = 0.017, Table 2 ). Kaplan-Meier analysis revealed a significant difference in mortality among them (log-rank test, p = 0.009, Supplemental Figure S1B ). Those at the highest quartile of quality of sleep had the hazard ratio of mortality 3.053 times higher than that of the reference group (p = 0.018, Table 2 ) although the mortality among quartile groups did not reach statistical difference by Kaplan-Meier survival analysis (log-rank test, p = 0.082, Supplemental Figure S1C ).
Multivariate analysis suggests independence of quality of life from depression and quality of sleep in prediction to mortality. Quality of life remained to be associated with mortality when paired with another factor or all three factors included in the Cox model (Supplemental Table S2 ). In univariate Cox model (Supplemental Table S1 ), we found a handful of items that were associated with mortality, including age, creatinine, albumin, glucose and alkaline phosphatase. We then included age and albumin to examine their effects. Quality of life and depression, but not quality of sleep, remained significant. When both depression and quality of life were considered, either one showed significant association but age still did. When other factors including education, alkaline phosphatase and glucose were included, the effect of age on predicting mortality became insignificant.
Discriminant analysis reveals a higher discriminating power by quality of life than depression and quality of sleep to predict mortality, and physical health has the highest predictability. To determine which of the three conditions has the highest power to predict mortality we took advantage of discriminant analysis to calculate the standardized canonical discriminant function coefficients in relation to mortality (survival or death, as a binary outcome; Table 3 ). Higher absolute value of standardized coefficient indicates a stronger discrimination power to the dependent variable. We first exercised the Box's M Test of Equality of Covariance Matrices and calculated the Wilks' Lambda value. Non-significance in the first and significance in the latter indicates appropriateness to run linear discriminate analysis. We found quality of life has a higher standardized coefficient, 0.813, than depression, −0.289. A close-to-zero coefficient, 0.066, by quality of sleep reflects its minor influence on mortality. We further performed the discriminant analysis on the 4 domains regarding quality of life. By absolute values, domain1 (physical health) had a higher coefficient than domain 3 (social relationships) and domain 4 (environmental aspect), while domain 2 (psychological aspect) had a very low coefficient. 
Continued
Logistic regression analysis, receiver operating characteristic curve and information value plot all indicate quality of life as a better predictor to mortality than depression and quality of sleep. Another way to compare the influential power of a variable to mortality is based on odds ratio that may be obtained by logistic regression. To make the odds ratios comparable among variables they should be measured by the same scale. We did the transformation as detailed in the Methods section. The odds ratio of mortality in relation to quality of life was 1.040, higher than that in relation to depression, 1.017, and quality of sleep, 1.015. The positive prediction values were 66.7%, 40% and 50%, respectively (Supplemental Table S3 ). Another way to illustrate the diagnostic ability is by Receiver Operating Characteristic curve (Supplemental Figure S2 ). Quality of life showed the highest value of area under curve (0.669). The middle and the lowest ones were depression and quality of sleep, respectively (0.654 and 0.620). However, the differences between them were statistically insignificant (see Methods for statistics used). Information value plot of the three factors, and four domains in quality of life, also illustrated the influence to mortality of quality of life and its physical health domain (Supplemental Figure S3 ). Table S4 ). These two groups of subjects responded differently only in a handful of questions. Questions 10, 11, 14, 15 and 18 showed significant differences in all three tests. We next calculate the weights of evidence and the information values of individual questions. Questions 10, 11, 14 and 15 had the highest information values (Supplemental Figure S3) . We then run Cox proportional hazard regression model to find association to mortality for each question (Supplemental Table S5 ), and for sum of those key questions (Table 4) . With multiple variables included, questions 10, 15 (both in domain 1 "physical health") and 14 (in domain 4 "environmental") still showed significant association with mortality. When all three questions are included, question 15 was more likely associated with mortality (p = 0.071). To further identify the most distinguishing one, pairs of these three questions were included in the model. When paired with either question 10 or 14, question 15, but not the other, remained significantly associated with mortality (Table 4) .
Single individual questions in the WHOQOL
Subjective perception of worse quality of life does not necessarily indicate high mortality. As we identified the questions in the WHOQOL-BREF questionnaire that may predict higher mortality, it becomes interesting to know whether these questions also reflect a subjective perception of worse quality of life. The question 1 "How would you rate your quality of life?" is a yardstick to measure the responder's perception of overall quality of life. We therefore compare the answers to other questions with that to question 1. If the answer is the same as that to question 1, that particular question may reflect the subjective perception of quality of life. We reported results from three tests, Mann-Whitney U test, Komolgorov-Smirnov Z test and 5 × 2 contingency-table Fisher's exact test (Table 5) . Regarding questions 10, 14, and 15, the answers to questions 14 and 15 from the non-survivors were different from that to question 1, but the answer to question 10 was largely similar to that to question 1. Questions 8 and 27 were answered similarly as question 1.
Discussion
Our thorough investigation has led to four new and insightful conclusions. First, each of three factors, namely quality of life, depression and quality of sleep, is associated with higher mortality in patients undergoing hemodialysis (Tables 1 and 2 , Supplemental Figure 1 ). Quality of life remained independently to be associated with mortality when all three factors are considered (Supplemental Table S2 ). Second, quality of life has the strongest discriminating power to predict mortality among three factors ( Table S3 ). The physical health domain is the one with the highest predictability ( Table 3 , Supplemental Figure S3 ). Third, a few key questions in the WHOQOL-BREF questionnaire, including questions 10, 14 and 15 (Table 4 and Supplemental Table S4 ), but not the total score (Supplemental Table S2 ), are associated with mortality independently from depression, age, gender, education, albumin, alkaline phosphatase and glucose levels. Question 15 "how well are you able to get around?" stands out as a powerful and independent one to predict mortality when paired with either question 10 "Do you have enough energy for everyday life?" or 14 "To what extent do you have the opportunity for leisure activities?" (Table 4) . Fourth, mobility (question 15) and accessibility to leisure activities (question 14) are not linked to the subjective perception of quality of life in non-survivors (Table 5) . To all subjects, it is the environmental safety and feeling of being respected that match the subjective perception. It is of great interest to know which of the three factors is the best one to predict long term mortality in patients on maintenance hemodialysis as they are correlated with each other and individually are associated with increased mortality. When all three are included in the Cox proportional hazard model, only quality of life stands out to remain associated with mortality. Its prominent role in prediction is further proved by the discriminant analysis, and by the odds ratios calculated by logistic regression. The positive predictive value and the information value of quality of life is also the highest among three factors. Quality of life also displays the largest area under curve in the ROC plot although the difference between any pairs does not reach statistical significance.
The main reason that quality of life may well predict mortality is likely because it is a comprehensive measure that covers many different aspects in health. Depression is more related to mental health, and quality of sleep is one of numerous physiological indictors. With this thought in mind, we found it very interesting to rank the contributions of different domains in quality of life. Studies have demonstrated the association with mortality of physical function and mental health in patients on hemodialysis 12, 20 or with heart failure 21 but they have not Table 2 . Hazard ratio of mortality in association with quality of life and its 4 domains, depression and quality of sleep by Cox proportional hazard regression model. Data are shown as hazard ratio, calculated by exponential of beta (Exp(B)), with 95% confidence interval. HR: hazard ratio; CI: confidence interval.
compared the predictive power between these two factors. Our result shows that physical health is the most important component in terms of prediction of future survival. One intriguing finding in our analysis is that the total score of quality of life becomes not associated with mortality in the multivariate analysis that includes depression, age, gender and serum albumin levels (Supplemental Table S2 ). The result suggests confounding effects among these items. For example, depression reflects the psychological domain, and the albumin levels or the nutritional status anchor many items in measuring quality of life. The interrelationship between age and these three factors is also complex. Literature and our data have shown that older hemodialysis patients may suffer worse quality of sleep 22 and quality of life 23 , but age is not associated with depression 14 (Supplemental Table S6 ). This is a reason why quality of sleep is no longer associated with mortality but depression remains so when age is factored in. However, quality of life remains associated with mortality when age is considered, and this is compatible with the notion that there are components independent of age within quality of life that are important to mortality. We used many analytic methods to identify the questions in the quality of life questionnaire that are answered differently between survivors and non-survivors, because the methods examine the questions from a variety of mathematical angles. Mann-Whitney U test compares the score ranks. Kolmogorov-Smirnov Z test compares the distribution pattern of the answers. Fisher's exact test is to examine the independence of the answers, and is used for cases of small cell counts. Most of the questions in measuring quality of life are unable to distinguish survivors versus non-survivors (Supplemental Table S4 ), and this may partially explain why total QOL score failed to make prediction in multivariate analysis (Supplemental Table S2 ).
It is indeed to our surprise that single questions 10, 14 and 15 may predict mortality independently of depression, age, gender, education and other biochemical test results. It implies that there must be a core element that may be extracted from these three questions. Questions 10 "Do you have enough energy for everyday life?" and 15 "How well are you able to get around?" clearly reflect physical strength. The original intention of question 14 "To what extent do you have the opportunity for leisure activities?" is to evaluate how well the respondent can have an access to leisure activities, which is an environment issue. It is very likely, however, that the respondent may interpret this question as a measurement of his or her physical capability to enjoy leisure activities. Previous studies also showed that the degree of mobility 24 , frequency of physical activity 25 and ability to perform activities of daily life 26 in hemodialysis patients are associated with mortality although it is not clear whether they are the most prominent one as we have shown in this study.
The clinical implication of the analysis regarding the subjective perception of quality of life is enormous. To prolong survival, an effort to enhance mobility may be beneficial as inability to move is associated with higher mortality. However, mobility appeared not in good correlation with subjective perception of quality of life. Therefore, to help patients "feel" good quality of life, mobility is unlikely a favorable target. Instead, one should focus on things such as environmental safety, feeling of being respected (represented by questions 8 and 27 to which all statistical tests indicated the answers were the same as that to question 1), acceptance of bodily appearance, information availability, capacity of performing daily activity and satisfaction in sex life (represented by questions 11, 13, 17 and 21 to which all tests except one indicated the answers were the same as that to question 1) (Table 5) . Interestingly, only question 17 is in the physical health domain, highlighting the importance of psycho-socio-environmental factors in determining the perception of quality of life. There are limitations in the study. First, the sample size is relatively small, which may decrease the detection power of more stringent tests such as Kolmogorov-Smirnov Z test and multivariate analysis in Cox proportional hazard regression modeling. For example, when questions 15, 10 and 14 are all in the model (Table 4) , the effect of question 15 becomes marginal. We believe that the effect is indeed significant but shows otherwise due to type II error, or false negative result, which is more commonly seen in tests with low sample number. Despite the downside, very powerful association factors remain to be possibly identified in small studies. Second, given the large number of tests, the false positive rates would increase without an adjustment of the alpha level, such as Bonferroni adjustment, which is to set the level of significance as alpha divided by testing times. In Table 1, Tables S1, S4 and S5, we performed the tests 27, 29, 28 and 28 times, in order to screen predictive factors. In Table 5 , the same tests were performed 27 times to identify which questions were answered in a similar, not different, way to question 1 in the WHOQOL-BREF questionnaire. In the first case, it was not necessary to be stringent. In the second case, it was the insignificant results that matter. Therefore, we did not apply an adjustment in this study. Third, evaluation of physical function and many other variables is based on self-reported results. It is ideal to quantify physical function, for instance, by grasp strength or walking distance yet it is much more labor intensive. The fourth concern is selection bias. Those who chose not, were unable or were excluded to join might have impacts on the results. For instance, if weak or drowsy subjects were included, the power of quality of sleep to predict mortality might have been higher. However, the result that inability to move is associated with lower survival would still hold as those subjects were likely less mobile and also less viable.
In conclusion, quality of life is better than depression and quality of sleep to predict long term mortality in patients on chronic hemodialysis. Mobility may serve as a single independent factor for this predictability. Subjective perception of quality of life is more related to psycho-socio-environmental aspects. Whether intervention to improve mobility may prolong life is worth further investigation.
Methods
We conducted a prospective cohort study. Prior to the study the ethics committee of the Institutional Research Board in the National Taiwan University Hospital Hsin-Chu Branch approved the proposal. All methods were carried out in accordance to relevant guidelines and regulations. We obtained informed consent from all subjects. The subjects were recruited from a hemodialysis center in a secondary hospital during September 2012 to September 2013. It was a government-run, secondary 819-bed hospital located in an urban area of northern Taiwan. There had been around 250 individuals receiving hemodialysis regularly from whom the study subjects were drawn. The inclusion criteria were (1) at least 6 months of hemodialysis treatment, (2) age older than or equal to 20 years, and (3) in a mental status being capable of answering the questionnaires. We excluded those with advanced cancer (stage 4) and those with tracheostomy. There were 193 patients eligible, from whom 151 signed the informed consent. Those who did not join mostly cited privacy as the reason.
Quality of life was assessed by the World Health Organization Quality of Life assessment questionnaire, an abbreviated version (WHOQOL-BREF). It is composed of 28 questions that cover four major functions, or called domains, namely physical health, psychological health, social relationships and environment. Higher score indicates better quality of life. We used Taiwanese Depression Questionnaire (TDQ) to assess depression by asking subjects the frequency of 18 conditions in the past one week. The frequency scale ranges from 0 (never or seldom), 1 (sometimes), 2 (often) to 3 (very often or always). Total score equal to or higher than 19 is regarded as depression, with sensitivity 89% and specificity 92% 27 . Quality of sleep was measured by the Athens Insomnia Scale (AIS), which consists of 8 questions, among which first five ones are related to nocturnal sleep and last three to daytime dysfunction. Each is rated by 0-3 scale, and the total score higher than or equal to 6 is regarded as poor quality of sleep 28 . AIS has been validated in cancer patients in Taiwan 29 . Three registered nurses interviewed the subjects face-to-face to fill the questionnaires, and collected their demographic, biochemistry and hemodialysis-related data, including their marital status, education, occupation, religion, monthly income and residential status. The lowest cut point of monthly income at 300 US dollars (approximately 10,000 New Taiwan Dollars) was about the value per individual per month that the municipal governments in this country set to define a low income family. Another investigator followed this cohort for more than three years for mortality.
Statistics used to test the differences were as indicated in the results. We applied the Box's M Test of Equality of Covariance Matrices and calculated the Wilks' Lambda value to determine whether the data set was suitable for linear discriminant analysis, which was used to compare the discriminating powers among factors for the survival status. To make odds ratios comparable among logistic regression models, the scales of TDQ and AIS were transformed to span from 0 to 112, the same range as the quality of life scale. Also for comparability, the scale of the WHOQOL-BREF was set in reverse order so that higher score means worse condition, the same trend as depression and quality of sleep. Positive predictive value of death was calculated from the data in the classification table with cut value at 0.5. To compare area under curve (AUC), we calculated (AUC1 − AUC2) 2 /(s1 2 + s2 2 ), which fits a Chi square distribution with degree of freedom equal to one (s stands for standard deviation). Weights of evidence (WOE) was calculated using the formula WOE = natural logarithm (% of survival/% of death). Information value was sum of (% of survival/% of death) times WOE. In Table 5 and Supplemental Table S4 , the answer responses were treated as categorical variables in Mann-Whitney U test and Kolmogorov-Smirnov Z test. We used SPSS 20 to perform the statistical analyses, except the comparison between area-under-curve values. p value lower than 0.05 was considered significant.
